Background: Selective serotonin reuptake inhibitors, serotonin-norepinephrine reuptake inhibitors, and benzodiazepine anxiolytics are used in the US to treat generalized anxiety disorder (GAD). While benzodiazepines typically provide rapid symptomatic relief, long-term use is not recommended due to risks of dependency, sedation, falls, and accidents. Methods: Using a US health insurance database, we identified all persons with GAD (ICD-9-CM diagnosis code 300.02) who began a long-term course of treatment (≥90 days) with a benzodiazepine anxiolytic between 1/1/2003 and 12/31/2007, We compared healthcare utilization and costs over the six-month periods preceding and following the date of treatment initiation ("pretreatment" and "post-treatment", respectively), and focused attention on accident-related encounters (e.g., for treatment of fractures) and care received for other reasons possibly related benzodiazepine use (e.g., sedation, dizziness). Results: A total of 866 patients met all study entry criteria; 25% of patients began treatment on an add-on basis (i.e., adjunctive to escitalopram, paroxetine, sertraline, or venlafaxine), while 75% of patients did not receive concomitant therapy. Mean total healthcare costs increased by $2334 between the pretreatment and post-treatment periods (from $4637 [SD=$9840] to $6971 [$17,002]; p<0.01); costs of accident-related encounters and other care that was possibly related to use of benzodiazepines increased by an average of $1099 ($1757 [$7656] vs $2856 [$14,836]; p=0.03). Conclusions: Healthcare costs increase in patients with GAD beginning long-term (≥90 days) treatment with a benzodiazepine anxiolytic; a substantial proportion of this increase is attributable to care associated with accidents and other known sequelae of long-term benzodiazepine use.
Background
Generalized anxiety disorder (GAD) is a chronic condition characterized by persistent worry or anxiety [1] ; GAD is often difficult to diagnose because of the wide variety of clinical presentations and the common occurrence of comorbid somatic diseases and/or mental disorders. GAD typically follows a relapsing/remitting pattern; approximately one-third of patients who achieve remission experience a full relapse within three years [2] .
Lifetime prevalence of GAD has been estimated to be about 4-6% [3] ; one-year prevalence has been reported to be about 2% [4, 5] . GAD is two to three times more common in women than men [4] . GAD is the most common anxiety disorder among patients presenting to primary care physicians [6, 7] , and it is overrepresented in primary care settings, with point prevalence rates at least 2-3 times higher than those reported in the community [7, 8] .
While benzodiazepines were the mainstay of GAD treatment for many years, selective serotonin reuptake inhibitors (SSRIs) and serotonin-norepinephrine reuptake inhibitors (SNRIs) currently are more frequently used as first-line treatment for this condition, as these agents are also effective against depression, which is common among patients with GAD [9] . However, even if benzodiazepines are not typically used on a first-line basis, they are often prescribed adjunctively as they typically provide rapid symptomatic relief and are relatively well tolerated. Current guidelines suggest the use of benzodiazepines as short-term concomitant therapy with recommended first-line antidepressants to speed onset of efficacy, suppression of increased anxiety associated with initiation of serotonergic therapy, and/or shortterm relief for crises; long-term use of benzodiazepines is recommended for patients deemed refractory to other available therapies [10, 11] . There is general agreement today that benzodiazepines should not be used for more than a few weeks due to risks of dependency and sedation, increased risk of falls, industrial and motor vehicle accidents, and neonatal and infant mortality when used in late pregnancy or during breast feeding [12] [13] [14] [15] [16] [17] . A substantial proportion of patients receiving benzodiazepines also develop rebound anxiety, an intensification of previous symptoms, or withdrawal when treatment is discontinued [18] [19] [20] . These concerns are heightened in older patients, as risk of adverse events generally increases with age [12] [13] [14] [21] [22] [23] .
In a study using US health insurance data that compared patients with various diagnoses who were prescribed benzodiazepines (n=4454) with those who received other (i.e., non-benzodiazepine) anxiolytics (n=13,662), Oster and colleagues reported that patients in the former group had a 15% higher risk of accidentrelated medical events; risk was 30% higher among those who had filled three or more prescriptions for benzodiazepines than among those who had filled only one [24] . The association between use of benzodiazepines and increased risk of accident/injury (including but not limited to motor-vehicle accidents, falls, and fractures) has been confirmed in several subsequent studies [25] [26] [27] [28] [29] [30] [31] [32] ; benzodiazepines also have been associated with impairment of cognitive and physical function, dizziness, and sleep impairment [33] [34] [35] [36] [37] [38] . Current treatment guidelines for GAD recommend first-line treatment with antidepressants-specifically, escitalopram, paroxetine, or sertraline (all selective serotonin re-uptake inhibitors [SSRI]), or venlafaxine (a serotonin-norepinephrine reuptake inhibitor [SNRI])-or pregabalin on the basis of their efficacy, safety, and tolerability [10, 11, 39] .
While prior research has established the association between use of benzodiazepines and increased risk of various adverse events, most of such work has focused attention on older adults. Moreover, relatively little is known about the extent to which these risks are experienced among patients with GAD-a condition for which benzodiazepines often are prescribed. To build upon prior research, in this study we used data from a large US healthcare claims database to examine changes in healthcare utilization and costs in patients with GAD beginning a long-term (≥90 days) course of treatment with a benzodiazepine anxiolytic.
Methods

Data source
Data were obtained from the PharMetrics PatientCentric Database, which is comprised of facility, professional-service, and retail (i.e., outpatient) pharmacy claims from over 85 US health plans. The plans provide healthcare coverage to approximately 14 million persons annually throughout the US (Midwest, 35%; Northeast, 21%; South, 31%; West, 13%). All patient identifiers in the database have been fully encrypted, and the database is fully compliant with the Health Insurance Portability and Accountability Act of 1996 (HIPAA). Since there was no contact with either patients or their providers, all patient-identifying information was de-identified, and all analyses were retrospective in nature, Institutional Review Board (IRB) approval was not required.
Information available for each facility and professional-service claim includes date and place of service, diagnoses (in ICD-9-CM format), procedures (in ICD-9-CM [selected plans only], Current Procedural Terminology, 4th Edition [CPT-4], and HCPCS formats), and provider specialty. Data available for each retail pharmacy claim include the drug dispensed (in NDC format), the dispensing date, and the quantity dispensed and number of days of therapy supplied (selected plans only). All claims include both charged and paid amounts, the latter including patient deductibles, copayments, and/or coinsurance.
Selected demographic and eligibility information is also available, including age, gender, geographic region, coverage type, and the dates of insurance coverage. All patient-level data can be arrayed in chronologic order to provide a detailed, longitudinal profile of all medical and pharmacy services used by each plan member. The database for this study encompassed the period from January 1, 2003 through December 31, 2007 ("study period").
Study sample
We identified all patients with two or more paid claims for outpatient encounters on different days with a diagnosis of GAD (ICD-9-CM diagnosis code 300.02) between 1/1/2003 and 12/31/2007. Among these persons, we limited attention to those who were beginning a long-term course of treatment (≥90 therapy-days over 6 months) with a benzodiazepine anxiolytic (i.e., alprazolam, chlordiazepoxide, clonazepam, clorazepate, diazepam, lorazepam, oxazepam) ("study agents"). Date of treatment initiation was designated the "index date". We excluded from the study sample all patients: (1) with any evidence of receipt of benzodiazepines prior to their index date; (2) with one or more days of ineligibility for medical and pharmacy benefits over the 6-month periods immediately preceding and following their index dates ("pretreatment" and "post-treatment", respectively); (3) who were Medicaid beneficiaries; or (4) aged ≥65 years as of their index date and enrolled in a Medicare supplemental or fee-for-service plan (their claims histories may be incomplete). We then stratified patients according to whether they received a benzodiazepine anxiolytic alone ("monotherapy cohort") or adjunctive to escitalopram, paroxetine, sertraline, or venlafaxine ("add-on" cohort), as described below.
To maximize the likelihood that patients in the monotherapy cohort were initiating treatment for GAD, we required that they have at least one healthcare encounter with a diagnosis code of GAD in the 90-day period immediately preceding (and including) their index date, and no evidence of receipt of any other GAD-related medication (i. e., escitalopram, paroxetine, sertraline, venlafaxine, imipramine, buspirone, hydroxyzine, trifluoperazine) [9, 40] or any other agent from any corresponding class of medication (e. g., selective serotonin reuptake inhibitors [SSRIs]) during the 6-month pretreatment period.
Patients in the add-on cohort were required to have at least one claim with a diagnosis code of GAD as well as evidence of extended (≥90 days) receipt of escitalopram, paroxetine, sertraline, or venlafaxine (all recommended as first-line treatment for GAD in recent clinical guidelines [9, 41] ) during the 6-month period preceding initiation of benzodiazepine therapy (a longer time period was used for the add-on cohort than the monotherapy cohort, as GAD diagnoses may not be rendered as frequently in patients receiving long-term therapy). They also had to have evidence of receipt of these agents in the 90-day period following their index date.
Patients not meeting criteria for either the monotherapy or add-on cohorts were dropped from the study sample. For all remaining patients, we compiled all pharmacy, professional service, and facility claims during both the pre-index and post-index periods.
Measures and analyses
The demographic and clinical characteristics of study subjects, including prevalence of selected comorbidities (Appendix), were characterized on the basis of information during the 6-month pre-index period.
All healthcare encounters with ICD-9-CM diagnosis codes in the ranges 800.XX-959.XX, 990.XX-995.XX, E800.X-E849.X, E880.X-E889.X, E916.X-E929.X, and V155.5 were considered to be "accident-related," following methods first employed by Oster et al. [24] . Healthcare encounters for other potential adverse consequences of long-term benzodiazepine therapy were identified based on visits/admissions for known sequelae of benzodiazepine use [33] [34] [35] [36] [37] [38] , as follows: (1) (10) other adverse effects recorded that related to benzodiazepine therapy (E939.4, E950.3). These encounters were denoted, collectively, as "other possibly related" care.
We also examined patterns of healthcare utilization during the pretreatment and post-treatment periods in terms of the numbers of physician office visits, other outpatient office visits, emergency department (ED) visits, and hospitalizations. Use of these services was examined in terms of the numbers of patients receiving each type of service, as well as counts of the numbers of ervices used (e.g., office visits, hospitalizations). All healthcare encounters and corresponding costs were designated as "accident-related", "other possibly related", or "other", depending on the ICD-9-CM diagnosis code (s) noted on each claim. Total healthcare costs were tallied in terms of: (1) prescription pharmacotherapy; (2) physician office visits; (3) other outpatient visits; (4) ED visits; (5) inpatient care; and (6) all other care. Reimbursed amounts (including any patient liability, such as co-pays and co-insurance) were used in all analyses of healthcare costs. Healthcare utilization and costs were assessed over the 6-month pretreatment and posttreatment periods, respectively.
Since patients served as their own controls in the analyses, the statistical significance of differences in healthcare costs between the pretreatment and post-treatment periods was assessed using Wilcoxon signed-rank tests; McNemar and Bowker's tests were used to assess the statistical significance of differences in categorical variables. All tests of statistical significance were two-tailed with an alpha level of 0.05. All analyses were first performed by cohort and, within each cohort, on an overall basis as well as for patients aged <50 years versus ≥50 years, respectively. Finally, analyses were performed for the two cohorts combined, on an overall basis as well as by age stratum (<50 years vs ≥50 years). All analyses were conducted using SAS W Proprietary Software, Release 9.1 (SAS Institute Inc., Cary, NC).
Results
We identified a total of 866 patients with GAD who began a long-term course of treatment (≥90 days) with a benzodiazepine anxiolytic; 25% of patients began treatment on an add-on basis (i.e., adjunctive to escitalopram, paroxetine, sertraline, or venlafaxine), while 75% of patients did not receive concomitant therapy. Mean (SD) age was 43.3 (13.6) years, and 53.3% were women (Table 1) . Forty-five percent of study subjects had evidence of comorbid depression. Mean age was similar in the monotherapy and add-on cohorts (about 43 years); the latter were more likely to be women, however (65% vs 50% of those in the monotherapy cohort), and to have comorbid depression (61% vs 40%) (data available upon request).
Changes in the number of persons with accidentrelated and other possibly related encounters between the pretreatment and post-treatment periods were minor and not statistically significant, irrespective of age (Table 2 ). Mean numbers of outpatient visits for accident-related and other possibly related care increased significantly between the two periods, however (from 6.1 [17.3] Findings with respect to accident-related and other possibly related care were similar for patients in the monotherapy and add-on cohorts. Among patients in the monotherapy cohort, mean total healthcare costs increased from $3753 ($9675) during the pretreatment period to $6073 ($15,714) during the post-treatment period (p<0.01) (median cost increased by $1404). For patients in the add-on cohort, mean total healthcare costs increased from $7396 ($9858) during the pretreatment period to $9746 ($20,241) during the posttreatment period (p=0.06) (median cost increased by $1524). Mean costs of accident-related and other possibly related care increased by $1116 among patients in Table 3 Total healthcare costs during pre-and post-index periods among al l GAD patients newly started on benzodiazepines, by age* (Continued) 
Discussion
In our study, patients with GAD who began a long-term (≥90 days) course of therapy with a benzodiazepine anxiolytic had significantly higher healthcare costs during the 6-month period following initiation of therapy than in the 6 months preceding it. This finding is not unexpected, since initiation of benzodiazepine therapy is undoubtedly a marker for exacerbation of GAD and thus may foretell higher costs associated with the diagnosis and treatment of various associated psychic and somatic conditions. In two previous studies, we found that total healthcare costs were significantly higher following initiation of pharmacotherapy for GAD (either on a first-line basis or as add-on treatment) [42, 43] . It is notable that in our current study almost one-half the increase in healthcare costs (47%) was attributable to medical encounters for reasons related to well-known side effects of long-term use of benzodiazepine anxiolytics (e.g., falls and other accidents, somnolence, vertigo, dizziness, and cognitive impairment). Our study has a number of limitations. First, as with all studies based on healthcare claims databases, there may be errors of omission and commission in coding. Accordingly, some patients with GAD may not have been included in our study sample due to absence of appropriate and/or misdiagnoses on healthcare claims, while others who received a diagnosis of GAD incorrectly and therefore should have been excluded were not. As patient medical records were not available to us, the degree to which patients were actually misclassified is unknown. Also, the database does not contain important clinical information on disease severity. Such information, if present, might have permitted further analysis of the overall cost increase. Another potential limitation was the omission of fluoxetine from the group of SSRIs qualifying patients for the add-on group. We excluded fluoxetine because it is not indicated for the treatment of GAD, and because it has not been studied extensively in this indication. Nonetheless, there is evidence that it may be widely prescribed for this disorder [44] [45] [46] . In one recent study of 305 patients with GAD and 232 with social phobia, it was reported to be the most commonly prescribed SSRI [47] . Unless, however, patients receiving benzodiazepines as an adjunct to fluoxetine differ critically from those adding on to the other SSRIs, this omission would not have biased our study. Our findings are based on retrospective analyses of a US health insurance database; the degree to which results reported herein are generalizable to the experience of patients with GAD in other countries, where the medications indicated for the treatment GAD may differ from that in the US, is unknown. Finally, numerous pvalues were calculated in our study, and we made no attempt to adjust for "multiplicity". Thus, borderline p-values (e.g., 0.03, 0.04) should be interpreted cautiously. On the other hand, the costs increases we found were substantial, while the number of study subjects was relatively small and the standard deviations of the cost increases were relatively large. P-values that were borderline in this study would almost certainly have been unequivocally significant in a larger study.
Conclusions
In conclusion, healthcare costs increased in patients with GAD following initiation of a long-term course of therapy with a benzodiazepine anxiolytic and approximately one-half of this increase was attributable to care associated with known sequelae of long-term use of such therapy. Thus our results appear to support the need for consideration of alternative treatment options for GAD that are relatively free of the bothersome side effects and potential for abuse associated with benzodiazepines.
